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1 . This international preliminary examination report has been prepared by this International Preliminary Exarnining Authority 
and is transmitted to the applicant according to Article 36. 



This REPORT consists of a total of . 



. sheets, including this cover sheet. 



□ This report is also accompanied by ANNEXES, i.e., sheets of the description, claims and/or drawings which have been 
amended and are the basis for this report and/or sheets containing rectifications made before this Authority (see Rule 



» report 

70.16 and Section 607 of the Administrative Instructions under the PCT). 
These annexes consist of a total of sheets. 



3. This report contains indications relating to the following items: 
Basis of the report 
Priority 

Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

Certain documents cited 
Certain defects in the international application 
Certain observations on the international application 
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INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 

PCT/JP2003/002868 



L Basis of the report 



1. With regard to the elements of the international application:* 
the international application as originally filed 
the description: 



□ 



pages 
pages 



, as originally filed 
, filed with the demand 



, filed with the letter of 



□ 



the claims: 



pages 
pages 



, as originally filed 

, as amended (together with any statement under Article 19 

, filed with the demand 



_ , filed with the letter of 



[J the drawings: 



^_ , as originally filed 
, filed with the demand 



filed with the letter of 



| | the sequence listing part of the description: 
pages 



, as originally filed 

_ , filed with the demand 



filed with the letter of 



3. 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language ; which is: 

|~1 the language of a translation furnished for the purposes of international search (under Rule 23 . 1 (b)). 
I | the language of publication of the international application (under Rule 48.3(b)). 

1 | the language of the translation furnished for the purposes of international preliniinary examination (under Rule 55.2 and/ 
or 55.3). 

With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

| 1 contained in the international application in written form. 

LD filed together with the international application in computer readable form. 

I | furnished subsequently to this Authority in written form. 

I | furnished subsequently to mis Authority in computer readable form. 

j ~"| The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

The statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 



4. 



□ 
□ 



The amendments have resulted in the cancellation of: 

I I the description, pages 

I I the claims, Nos. 

I I the drawings, sheets/fig 



I — I This report has been established as if (some of) the amendments had not been made, since they have been considered to go 
' — ' beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 

* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rule 70.16 
and 70.17). 

**Any replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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m. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 



1. The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non obvious), or to be 
industrially applicable have not been examined in respect of: 

1 | the entire international application. 

claims Nos. 15 



because: 



the said international application, or the said claims Nos. . . 15 



relate to the following subject matter which does not require an international preliminary examination (specify): 

See supplemental sheet 



□ the description, claims or drawings (indicate particular elements below) or said claims Nos. . 
are so unclear that no meaningful opinion could be formed (specify): 



■ — i the claims, or said claims Nos. are so inadequately supported 

| I by the description that no meaningful opinion could be formed. 

no international search report has been established for said claims Nos. 15 . 



2. A meaningful international preliminary examination cannot be carried out due to the failure of the nucleotide and/or amino acid 
sequence listing to comply with the standard provided for in Annex C of the Adrninistrative Instructions: 

[^J the written form has not been furnished or does not comply with the standard. 

| | the computer readable form has not been furnished or does not comply with the standard. 
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Supplemental Box 

jTo be used when the space in any of the preceding boxes is not sufficient) 



Continuation of: 1 1 1 . 1 



The subject matter of claim 15 relates to a method 
for the treatment of the human body by therapy. 
Therefore, this International Preliminary Examining 
Authority is not required to carry out a preliminary 
examination on this subject matter under the provisions 
of PCT Article 34(4) (a) (i) and PCT Rule 67.1 (iv) . 
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I V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement ^ 



Statement 
Novelty (N) 

Inventive step (IS) 
Industrial applicability (IA) 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



2-5, 7-8, 12-13 



1, 6, 9-11, 14 



1-14 



1-14 



YES 
NO 
YES 
NO 

YES 
NO 



Citations and explanations 

Documents cited in the international search report: 

Document 1: WO 97/36594 A (Eisai Co., Ltd.), 09 October 
1997 



Newly cited documents: 



Document 2 



Document 3 



M. SUMIDA et al., "TNF-a and Endotoxin Serum 
Levels in Cancer Patients Undergoing 
Intraperitoneal Hyperthermic Perfusion," 
Int. J. Hyperthermia, Vol. 12, No. 5, pages 
607-615, 1996, & Database MEDLINE on STN, 
AN97041617, DN 97041617, PubMed ID 8886888 
Akihiko HIROTA et al . , "II. Gaika-teki 
Shunshuu to Zenshin Hannou, 4. Meneki 
Hannou," Nippon Gaika Kagaku-shi, Vol. 97, 
No. 9, pages 721-725, 1996, & Database 
MEDLINE on STN, AN97095349, DN 97095349, 
PubMed ID 8 940682 



Explanation: 

a) The inventions set forth in claims 1, 6, 9-11 and 14 

lack novelty and do not involve an inventive step in the 
light of document 1 cited in the international search 
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InternationaWRHication No. 
PCT/JP 03/02868 



report . 

Document 1 (page 3, lines 2-4 and page 3, lines 19- 
25) discloses an agent for the prevention or treatment of 
toxin shock, which contains vitamin B 2 (riboflavin and 
riboflavin derivatives) , and indicates that the 
administration of vitamin B 2 inhibits the excess 
production of Tumor Necrosis Factors (TNF) in blood serum 
that is produced after the administration of a toxin. 

That is to say, document 1 indicates that medicinal 
drugs that contain vitamin B 2 inhibit excess cytokine 
production; therefore, there does not appear to be any 
difference between the medicinal drug exhibiting a 
cytokine inhibiting action that is set forth in claims 1, 
6 and 9-11 or the cytokine inhibiting agent that is set 
forth in claim 14 and the medicinal drug that is disclosed 
in document 1 . 



b) The inventions set forth in claims 2 and 12-13 do 

not involve an inventive step in the light of document 1. 

As presented above, document 1 indicates that 
medicinal drugs that contain vitamin B 2 inhibit excess 
cytokine production; therefore, it would be easy for a 
person skilled in the art to conceive of using a medicinal 
drug that contains vitamin B 2 as an agent for the 
prevention or treatment of hypercytokinemia . 

c) The invention set forth in claims 3-5 and 7-8 does 

not involve an inventive step in the light of document 1 
and newly cited documents 2-3. 

Document 2 (page 608) indicates that an increase in 
the concentration of cytokines, specifically TNF-a and IL- 
1, is known to cause endotoxinemia-related SIRS. 

In addition, document 3 indicates that Systemic 
Inflammatory Response Syndrome (SIRS) is a condition 

wherein cytokines (primarily TNF a nd IL-1) that are 

FormPCT/IPEA/409 (BoxV) (January 1994) 
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produced locally by monocyte -macrophage system cells 
activate vascular endothelial cells and neutrophils, 
thereby causing a systematic inflammatory reaction (refer 
to the abstract) , indicates that the development of SIRS 
invariably involves the derivation of inflammatory 
cytokines as a result of infection, tissue damage or 
stimulation due to conditions such as anoxia (page 722, 
right column, lines 1-3), and indicates that non-septic 
SIRS is a condition wherein hypercytokinemia occurs due tc 
a localized infection, which primes the neutrophils, 
macrophages and vascular endothelial cells in remote 
organs (page 723, right column, "3. Non-Septic SIRS to 
Septic SIRS," lines 9-12). 

Therefore, it would be easy for a person skilled in 
the art to use the vitamin B 2 -containing medicinal drug 
disclosed in document 1, which inhibits the excess 
production of TNF in blood serum that is produced after 
the administration of a toxin, in an agent for the 
prevention or treatment of endotoxinemia-related SIRS or 
SIRS that is caused by a derivation of inflammatory 
cytokines due to a localized infection. 

The inventions set forth in claims 1-14 have 
industrial applicability. 



FormPCT/IPEA/409 (BoxV) (January 1994) 



4» ff tt * & « 

PCT 



2*, 8&fl*JlBB56*) 
[ P C T 3 6 *S.TJ«P C T&IU70] 



©SffifE-g- E000 6SW0 2WO 


4*©*Btico^-cr*, BB7B^W*©&#Bfti (iSPCT/ 

I PEA/4 16) SrtitS-i:, 


PCT/J P 0 3/0 2 8 6 8 


bhw^ b 

(0.^.#) 1 1 - ° 3 - 2003 


(B. 1 1 - 03 - 2002 


BKBHMMi (IPC) Int.Cl' A61K31/675, 9/10, 9/14, 9/16, 9/20, 9/48, 31/525, A61P1/16, 1/18, 9/00, 9/10, 

17/02, 29/00, 37/00, 43/00, // C07D475/14, C07F 9/ 6561 





1 . BRHHWaaEttttaWjft bfc £ ©H*HHi«E«l#*aElWf«W9IB57* (PCT3 6*) G>M£lcttV*tfH-&. 



aE«Bfcj* UT LfeBrmfc^trBB*. W*©«fflJttf/Xr*HBt>»«-*ftrv^S. 
( P C T^!l70. 16£.tf P C T^iS*HIiJ» 6 0 7 ##fig) 



3. ^©SR^fll^aE^tt, *©rt**r£tf. 
I [x] BBi4MHHttr©£B 

in [x] Sftttt, ^ii^tt3^.tt^Jl©*lJ^•srlfettlc-ov^■c<DS^^i#s^©f : :^ 

IV □ ISBJ©^-tt©^P 

vi □ *>as©9i;ijtit 



BRHH»S3iE©BJfcS&S3 bit B 
28. 08. 2003 


29. 0 3. 2004 


B*S#fFJT (I PEA/ J P) 
mW&ftl 0 0-8 9 1 5 
JCSCWWB ESSdSliHT B 4 « 3 # 


#£F/r#3SEf (*tlS©fe5iam) 4C 9444 


©fS## 03-3581-1101 F*3i6l 3451 



iSPCT/IPEA/4 0 9 (1 9 9 8¥7£) 




mmmm-^r pct/jpo3/o286 8 



PCT^IJ70.16,70.17) 



[x] tH®^0@^WM§|g 



J* 



PCT1 S^wM^tS-^irffijESivfcfew 



2. 



_hfE©S3gtt\ T^ti§'e'fc5 frefcs. 

□ H^ScOfc«)}ciitU$tbfcP CTM1U23. 1(b) KV> pSHRXcoffl 
' □ PCT&IU48.3(b)fc^pgBS<&gi(Z>Wf& 

□ H^##aE©/t«>CffiWStufcPCT^Iij55.2*fclA55. 3KV>5f3f?:a:<Z>-@iiS 



4. 



□ na* m 

□ mm 



;h,5<Z>-?, -t©ffijE^$^^ofct«>t IT^Lft, (PCT^IU70.2(c) £©*:E£^tf^L#;UB**fiJr 



8SPCT/IPEA/4 0 9 (Sf Iffl) (1 9 98^7^) 



$fctj®## PCT/JP03/02 8 68 



in. mutt* &&&xtemm±<omm^mmc^x<pm^ffi&mi&<D*ftf& 



□ BlIRIUft&tt: 
0 IS*^K 1 5 



|x] COl^ffl®XttSI^O«l 15 



□ 9!*ffl*, IS*co®H^=L<tt|2I® (ftlc*-r«S^) XI4ft*co$Sfflj 



□ 



x] ff*ro$5H 1 5 



iSPCT/IPEA/4 0 9 (MBIfil) (1 9 9 8#7^) 



# 



#■§■ PCT/JP03/028 6 8 



v. m.&. mi£&x\zmm±<omm-*smmc^x<D&mi 2& (pct3 5&<2» m£«>5ji,a?, ^srs#ft« 



MM 



m&m (n) 



il^tt (I S) 



mm±<omm «rt&tt ( i a) 



ft 2-5, 7-8, 12-13 
if jfttDiJSffl 1.6,9-11,14 ■ 



1-14 



If 1-1 4 



2. ASfcRtfl&BI! (PCTftIlJ70.7) 



Xmi. WO 97/36594 A (^-1f^$«^j±), 1997.10.09 

tt2. SUMIDA M. et al, 

TNF-a and endotoxin serum levels in cancer patients undergoing 
intraperitoneal hyperthermic perfusion, INT. J. HYPERTHERMIA, 
vol.12, no. 5, pp607-615, 1996 

& Database MEDLINE on STN, AN97041617, DN 97041617, 
PubMed ID 8886888 

^'JStSfSS. 8^*»s 4. Mesa:, 

B^flW^te, vol.97, no. 9, pp 721-725, 1996 
& Database MEDLINE on STN, AN97095349, DN 97095349, 
PubMed ID 8940682 

<mw> 

b. i*©@B2, 1 2- 1 3^|B*fe$nrc^«, Jtl te J: 9 Jiifrtt&JfrSfc 



«ISPCT/IPEA/4 0 9 (IVI) (1 99 8¥7J) 



PCT/JP0 3/028 6 8 



** 2 . CS608H) fCtt, h*^^, #CTNF-<,»OTL-KD«im« 



«SPCT/IP EA /40 9 AM) (1 9 9 8¥7|) 



